INTRODUCTION
cellular infiltration scoring of 0 to 4 was defined as follows: 0 is none, 1 is minimal, 2 is 125 mild, 3 is moderate, and 4 is severe. 
RESULTS

154
pmpD is a non-essential chlamydial gene. The recently developed targeted reverse 155 genetic approach for C. trachomatis (6) was used to generate pmpD mutants. We used 156 the C. trachomatis serovar D library generated by low level of EMS mutagenesis from 157 our previous work which was known to consist of isogenic or near-isogenic mutants (6). the pmpD null revealed large atypical forms throughout developing inclusions ( Fig. 2A) .
174
Confocal microscopy also revealed atypical organism distribution including areas that 175 appeared to lack any chlamydial organisms (Fig. 2B) . The WT clone exhibited typical inclusions and organism distribution. Transmission electron microscopy was performed 177 to evaluate ultrastructural differences between the pmpD null and WT clones (Fig. 2C ). and 10 3.1742 , respectively (Table S2 ). The lowest infectious dose that resulted in 100% 558 IFU compared to 7,282 IFU for WT infected animals resulting in a 13-fold reduction 220 in burden. The peak shedding difference was 25-fold at one week post-infection (Table   221 S3). Interestingly, there were no significant differences at any time point after week two post-infection. The duration of infections was also similar for pmpD null and WT clones. showed an approximately 70% reduction in the ability to infect the human cell lines (Fig.   240 5A). A similar 70% decrease in recoverable IFUs (Fig. 5B) 
295
Although the significance of the phase variation is not known it could represent a 296 potential compensatory mechanism important to chlamydial pathogenesis. This modification that is known to alter integrin binding specificity (28).
314
Another possible clue resulting from our work that suggests a specific interaction for
315
PmpD and host cell cytoplasmic membrane receptors was the failure of pmpD null RBs 316 to intimately interact with the inner surface of the chlamydial inclusion membrane (Fig.   317 2C, Table S1 ). The chlamydial inclusion membrane, although modified by chlamydiae
318
(29, 30), is initially derived from host endocytic vesicles following chlamydial entry (31). (Table S1 ). 
